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RezuMAT

Multe afectiuni maligne pot determina modificdri hematologice ce mimeazi perfect patologia hematologica.
Prezentim cazul unei paciente in vdrstd de 45 ani, la care, desi analizele primare sugerau diagnosticul de
eritroleucemie, investigatiile aprofundate au evidentiat cd determindrile hematologice erau in cadrul unei alte
neoplazii.

Cuvinte cheie: eritroleucemie, neoplazie, hemoleucograma, biopsie

ABSTRACT

Many malignant disorders can induce hematological features that perfectly mimic a hematologic disease. We
present the case of a 45 years old female patient in which although the preliminary investigation suggested the
diagnosis of erythroleukemia, the more detailed subsequent assays revealed that the hematological picture was
the consequence of another neoplastic disease.
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TaBLou HEMATOLOGIC DE IMPRUMUT iINTR-UN NEOPLASM MAMAR CU METASTAZE MEDULARE

olile neoplazice hematologice si non-

hematologice pot induce o paleta

variata de modificari ale tabloului

sangvin periferic. Modificarile tabloului

sanguin pot include citopenii izolate
(frecvent anemie, mai rar leucopenie sau trom-
bocitopenie izolatd), pancitopenii, bicitiopenii,
precum si cresteri ale numarului de leucocite si
modificari ale formulei leucocitare constituindu-se
n asa numitul tablou leucoeritroblastic. Mecanis-
mele patogenice implicate in aceste modificari
sunt complexe si nu in totalitate elucidate. Este
stiut in prezent ca modificarile hematologice
descoperite la pacientii cu cancer pot fi consecinta
directa a bolii sau secundare unor complicatii ale
cancerului.

Tumorile maligne si in special cele hemato-
poietice pot fi cauza primara a uneia sau mai
multor citopenii. La pacientii cu sindroame
mielodisplazice sau mieloproliferative, o clona
anormala de celule stem hematopoietice inlocu-
ieste hematopoieza normald in maduva osoasa.
Aceasta clona prezintd frecvent anomalii genetice
care determina atat modificari privind citologia
medulard, cit si functia acestor celule, scazand
capacitatea de maturatie a precursorilor medulari,
cat si durata de supravietuire a celulelor mature.

Dintre neoplaziile solide, carcinoamele de san
si prostata afecteaza mai frecvent maduva osoasa.
Aceste tumori produc in maduvd o reactie
desmoida sau fibroasa cu fibroza medulara care
determina distrugerea spatiului medular si sinu-
soidal, ceea ce poate afecta eliberarea celulelor
mature (diabaza) si poate produce tablou
hematologic leucoeritroblastic. Metastazele din
maduva osoasa pot afecta hematopoieza
normala prin dislocarea sau distrugerea celulelor
progenitoare, afectarea micromediului medular,
productie inadecvata a factorilor hematopoetici
de crestere sau producerea de citokine care
inhiba hematopoieza. Mieloftizia este deci o
forma de insuficienta medulara datorata inlocuirii
tesutului hematopoietic cu tesut anormal
(metastatic sau fibros), situatie frecvent intalnita
in cazul metastazelor carcinomatoase (1). Acest
proces se soldeaza uneori cu hematopoieza
extramedulara, frecvent splenica (9), ducand la
eliberarea prematura a celulelor hematopoietice
in circulatie (tablou leucoeritroblastic). Exami-
narea frotiului de sange periferic evidentiaza
in aceste cazuri poikilocitoza (ovalocite, da-
criocite, schizocite), prezenta de eritroblasti
si leucocite imature (deviere ,la stinga” a
formulei eritrocitare uneori pana la mieloblast)
si uneori anizocitoza trombocitara cu trombo-
cite gigante.

Si cancerele care nu invadeazd maduva pot
afecta hematopoieza normalad prin producerea

si eliberarea in circulatie a citokinelor care in-
fluenteaza negativ producerea de factori de cres-
tere hematopoietici.

La aceste mecanisme ale citopeniei, in cazul
pacientilor cu boli neoplazice diagnosticate si
tratate se poate asocia iunosupresia medulara
prin tratamentul chimioterapic ori radioterapic
efectuat. De asemenea, la acesti pacienti pot aparea
infectii care sa determine supresie medulara (ex.
infectia cu parvovirusul B19 poate produce sin-
dromul de aplazie eritroida pura cu anemie se-
vera. Medulograma arata pronormoblasti giganti
avand incluzii virale intranucleare si frecvent
intracitoplasmatice, ca si hipoplazie eritroida se-
verd. Celelalte serii sunt normale). Alteori, din
cauza statusului imun alterat infectiile bacteriene
degenereaza in stari septice severe cu neutropenie
importanta prin consum periferic de leucocite
in focarele de infectie, cat si prin inhibarea pre-
cursorilor medulari. Medicatia antibacteriana,
antifungica sau antivirald poate accentua supresia
medulara.

Un tablou hematologic complex ce ridica
deseori probleme de diagnostic diferential se
intalneste cu precadere in cazul unor carcinoame
de regula metastazate (de san, prostatd, gastrice,
pulmonare) care induc distructie eritrocitara prin
anemie hemolitica microangiopatica (7,8,10).
Tabloul hematologic poate fi si mai mult complicat
de asocierea trombocitopeniei, adeseori severa,
datorata fie productiei medulare scazute (prin
metastazele medulare), fie consumului periferic
al plachetelor, in cadrul unei coagulari intra-
vasculare diseminate (situatia cea mai frecvent
intalnitd in practicd) sau rareori in contextul unei
purpure trombotice trombocitopenice/sindrom
hemolitic uremic. Si in aceste cazuri examinarea
frotiului de sange periferic releva tablou leuco-
eritroblastic. 1

PRrezENTAREA CAZULUI

Pacienta, in varsta de 45 de ani, a fost internata
in Clinica de Hematologie SUUB in ianuarie
2006, fiind trimisa cu suspiciunea de eritroleu-
cemie.

Principalele acuze la internare ale pacientei
au fost: metroragii abundente, astenie fizica,
scadere ponderald importantda — 10 kg in 6 luni —
simptomatologie pentru care se adreseaza unei
sectii de Medicina Interna.

Din antecedentele patologice retinem: Boala
Behcet de 10 ani, tratata cu Prednison, Imuran
si intermitent cu Ciclofosfamida, osteoporoza de
6 ani, tratata cu Miacalcic si Fosamax, hiper-
tensiune arteriala de 6 ani. De asemenea, in timpul
internarii in clinica medicala, pacientei i s-a
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descoperit o formatiune nodulara tumorala la
nivelul sanului drept.

Examenul clinic a evidentiat tegumente palide,
cu echimoze diseminate, microadenopatii latero-
cervicale si axilare, ficatul cu marginea inferioara
la 2 cm sub rebordul costal si splind la T cm sub
rebordul costal. Tabloul clinic orienta catre o
afectiune de sistem cu rasunet general, o posibila
neoplazie.

Date paraclinice:

Hematologic, pacienta prezenta anemie
severd, trombopenie importanta si tablou leuco-
eritroblastic. Hemograma evidentia: hemoglobina
7,1 mg/dl, cu reticulocite 18% si eritroblasti 86%,
leucocite numeric normale, dar cu o formula
leucocitara deviata la stanga — cu 2% mieloblasti,
4% Promielocite, 4% Metamielocite, Nesegmentate
+ Segmentate 53% si trombocite 28000/mm?.
Frotiul de sange capilar ilustra anizocitoza eri-

FIGURA 1a. Frotiuri de sange periferic MGG, 20x —
poikilocitoza cu dimorfism eritrocitar, eritroblasti maturi,
unii binucleati, deviere la stinga a formuei leucocitare,
anizocitoza trombocitara cu trombocite gigante.

FIGURA 1b. Frotiuri de sange periferic MGG, 100x —
eritroblasti cu punctatii bazofile, in diferite stadii de
maturatie (stinga); anizocitoza eritrocitara, poikilocitoza
(ovalocite, dacriocite), policromatofilie, eritroblast cu corp
Jolly (dreapta)
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trocitara, sferocite, schizocite, hematii cu corpi
Jolly, eritroblasti normoblasti. Aspectul hematolo-
gic periferic era dominat de modificarile pe seria
eritrocitara cu dismorfism eritrocitar impresionant
si cu descarcare masiva de eritroblasti in periferie
asociat elementelor tinere leucocitare, fiind prin-
cipalul argument pentru diagnosticul de suspi-
ciune de trimitere de eritroleucemie (Figura 1a si
b).

Biologic, s-a remarcat un sindrom inflamator
cu VSH 95 mm/h si un acid uric crescut 14mg/dl.

Sideremia era de 90 u/dl. Tabloul coagularii
prezenta un AP 67%, in conditiile tuturor celorlati
timpi alungiti, cu nivel al fibrinogenului normal si
D-dimerii prezenti sugerand un CID cronic.
Electroforeza proteinelor serice releva hipalbumi-
nemie, fara hipergamaglobulinemie de tip mono
sau policlonal.

La examenul genital uterul aparea marit de
volum, neomogen, cu o anexa stanga volumi-
noasd. Echografia genito-abdominala repetata a
evidentiat mdrirea de volum a anexei stangi, ovar
stang cu aspect polichistic.

Din bilantul clinic, biologic si hematologic s-au
ridicat urmatoarele supozitii de diagnostic:

1. Eritroleucemie — LAM6, diagnostic de
suspiciune ridicat de tabloul hematologic periferic
(descarcarea importanta de eritroblasti, aparitia
catorva forme tinere pe seria granulocitara,
prezenta anemiei si a trombocitopeniei severe
periferice), in concordanta si cu sindromul de
impregnare tumorala (scadere ponderald), cu
hepatosplenomegalia, cu hiperuricemia si cu
sindromul hemoragipar cutaneo-mucos.

2. Sindrom mieloproliferativ cronic (posibil
MMM- metaplazie mieloida cu mielofibroza)
incriminat in diagnosticul diferential din cauza
tabloului leucoeritroblastic cu anizopoikilocitoza
importantd, cu hepatosplenomegalie si sindrom
hipercatabolic de impregnare tumorala.

3. Neoplasm cu punct de plecare genital
(uter sau anexa) sau neoplasm mamar cu
determinari secundare medulare, tablou leuco-
eritroblastic si coagulopatie de consum.

S-a efectuat punctie medulara care a fost albd,
la 0 dubla executie, neputand astfel orienta diag-
nosticul. Imunofenotiparea realizata prin citome-
trie n flux din sangele periferic a evidentiat o
populatie de celule nucleate corespunzatoare
imunologic eritroblastilor (Clicoforin A+ CD33 +
- populatia de culoare verde), dar fara a putea
stabili natura lor leucemica (Figura 2).

Testele de hemoliza efectuate au evidentiat
prezenta unui grad de hemolizd imuna (test Coobs
direct pozitiv ++) si o tara talasemica (electro-
foreza hemoglobinei sugestiva). Totodata au
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infirmat un alttip de hemoliza (test Ham negativ),
dar nu au putut exclude participarea hemolizei
microangiopatice in tabloul hematologic.
Biopsia medulara a fost cea care a transat
diagnosticul prin identificarea metastazelor me-
dulare compacte excluzand totodata o afectiune
hematologica cu tablou periferic si medular.
Astfel, examenul histopatologic a ardtat prezenta

Figura 3a. Metastaza
medulara de carcinom
mamar — HE, 10x

Figura 3b. Metastaza

mamar — HE, 10x

medulara de carcinom

metastazelor masive de carcinom mamar (Figura
3a, 3b) reprezentate de celule cu citoplasma bo-
gata ce determina o reactie stromala importanta
cu dislocarea marcata a hematopoiezei normale.
Testele imunohistochimice au evidentiat natura
epiteliala a celulelor metastatice (CK7 pozitiv si
MNF 116 pozitiv — Figura 3f) care exprimd in cca
50% receptori pentru estrogeni (Figura 3¢), in 60%

Figura 3c. IHC: ER
(receptori estrogenici)
pozitiv 50% in celulele
tumorale (10x)

(receptori progesteronici)
pozitiv 60% in celulele
tumorale (10x)

Figura 3f. IHC: M
celulele tumorale (10x)

disease fluid protein) pozitiv in
tumora (10x)

-~
F116 pozitiv in

pozitiva (20x)
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Figura 3g. IHC (20x) CerbB2
(proteina oncogenei CerbB2): slab
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receptori pentru progesteron (Figura 3d); poziti-
vitatea pentru GCDFP15 (Figura 3e) atesta
originea mamara a metastazelor medulare.
Totodata, slaba expresie a CerbB2 este un factor
de prognostic pozitiv si un element important de
orientare a tratamentului.

Investigatiile s-au orientat apoi preferential
catre formatiunea tumorala mamara. Astfel,
markerii tumorali de neoplasm mamar au fost
gasiti cu valori mult crescute: CA 15-3 cu valoarea
de 647 ul/ml (valoarea normala fiind sub 30 ul/
ml). Ecografia mamara a identificat la nivelul
cadranului intern al sanului drept o formatiune
hipoecogend cu diametrul cd 1,3 cm, imprecis
delimitata. Documentatia mamografica ulterioara
a trasat diagnosticul evidentiind nodulul mamar,
cu metastaze medulare, osoase. O

ConNcruzn

Desi tabloul clinic, aspectul hemoleucogramei si al
frotiului de sange periferic ar ridica suspiciunea unei afectiuni
hematologice, examenul hematologic complex (5,6), cu
respectarea tuturor treptelor de diagnostic specifice, poate
confirma sau exclude un diagnostic hematologic definitiv.
Aceste trepte de investigatie includ punctia medulara
aspirativa si examenul histopatologic medular cu testele
imunohistochimice aferente (1,2).

Multe afectiuni, in special neoplazii, pot determina
modificari hematologice ce mimeaza perfect patologia
hematologica (1,4), motiv pentru care investigarea unui
pacient trebuie sa fie completa si multidisciplinara,
modificarile hematologice trebuind interpretate in contextul
general al pacientului. O
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Food additives may cause hyperactivity: study

WASHINGTON (Reuters) — Cer-

MAGGIE FOX, Health and Science Editor

Tests on more than 300 children

colleagues at the University of

tain artificial food colorings and other
additives can worsen hyperactive
behaviors in children aged 3 to 9, British
researchers reported on Wednesday.

| 272

showed significant differences in their
behavior when they drank fruit drinks
spiked with a mixture of food colorings
and preservatives, Jim Stevenson and

Southampton said.

“These findings show that adverse
effects are not just seen in children
with extreme hyperactivity (such as
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ADHD) but can also be seen in the
general population and across the range
of severities of hyperactivity,” the
researchers wrote in their study, pub-
lished in the Lancet medical journal.

Stevenson’s team, which has been
studying the effects of food additives
in children for years, made up two
mixtures to test in one group of 3-
year-olds and a second group of chil-
dren aged 8 and 9.

They included sunset yellow col-
oring, also known as E110; carmoisine,
or E122; tartrazine, or E102; ponceau
4R, or E124; the preservative sodium
benzoate, or E211; and other colors.

Ome of the two mixtures contained
ingredients commonly drunk by young
British children in popular drinks, they
said. They did not specify what foods
might include the additives.

Both mixtures significantly affected
the older children. The 3-year-olds were

most affected by the mixture that closely
resembled the average intake for children
that age, Stevenson’s team reported.
“The implications of these results
for the regulation of food additive use
could be substantial,” the researchers
concluded.
ONGOING DEBATE
The issue of whether food additives
can affect children’s behavior has been
controversial for decades. Benjamin
Feingold, an allergist, has written books
arguing that not only did artificial colors,
flavors and preservatives affect children
but so did natural salicylate compounds
found in some fruits and vegetables.
Several studies have contradicted this
notion. Stevenson’s team made up sev-
eral batches of fruit drinks and carefully
watched the children after they drank
them. Some did not contain the additives.
The children varied in their responses
but in general reacted poorly to the

cocktails, Stevenson’s team reported.

“We have found an adverse effect
of food additives on the hyperactive
behavior of 3-year-old and 8/9-year-
old children,” they wrote.

Dr. Sue Baic, a registered dietitian
at the University of Bristol, said in a
statement: “This is a well designed
and potentially very important study.”

“It supports what dietitians have
known for a long time, that feeding
children on diets largely consisting of
heavily processed foods which may also
be high in fat, salt or sugar is not
optimal for health.”

Others disagreed.

“The paper shows some statistical
associations. It is not a demonstration
of cause and effect,” said Dr. Paul
Illing, a registered toxicologist and
safety consultant in Wirral, Britain.

Source: REUTERS/HEALTH, Wensday, September 5, 2007

Statin withdrawal after stroke worsens outcome

NEW YORK (Reuters Health) —
Discontinuing statin treatment after
a stroke is associated with an increased
risk of death or dependency after 90
days, according to a study in the
medical journal Neurology.

Recent reports suggest that statins,
a popular class of cholesterol-lowing
drugs, such as Zocor or Mevacor, may
protect the brain during the early
phases of an ischemic stroke, the authors
explain. An ischemic stroke, the most
common type of stroke, occurs when
the blood flow to an area of the brain is
cut off, usually by a clot, and the brain
tissue no longer receives oxygen and
begins to die. The results of clinical
studies suggest that withdrawal of
statins impair the blood vessel function
and worsens brain injury. However, oral
medications are often stopped during the
first days of a stroke because the patient
may not be able to swallow them.

Dr. Jose Castillo from Universidad
de Santiago de Compostela, Spain,

and associates investigated 89 stroke
patients who had been on statin
therapy. The patients were assigned
to have their statin stopped for the first
3 days after admission or to receive
Lipitor immediately (orally or by
nasogastric tube), regardless of prior
statin drug and dosage. On day 4, all
of the patients were put on Lipitor.

After 3 months, 27 of the 46
patients (60 percent) who had an
interruption in statin therapy were
dead or dependent, the authors report,
compared with only 16 of 43 patients
(39 percent) of the patients who did
not withdraw from statin treatment.

Even after age and severity of the
stroke were considered, statin with-
drawal was still associated with a
4.66-fold increased risk of death or
dependency.

In other findings, statin withdrawal
was associated with a 7-fold increased
risk of early neurologic deterioration,

as well as an increase in the area of
volume of brain injury.

The risk of adverse outcomes was
similar between patients in the statin
withdrawal group and in another group
of patients who were not on a statin at
time of their stroke, the investigators
found. Early neurologic deterioration
and stroke volume, however, were
significantly worse in the statin
withdrawal group than in patients not
previously treated with statins.

The findings suggest that after an
ischemic stroke the protective effects
of previous statin therapy on the brain
disappear if the drug is withdrawn,
which also cause deleterious effects
when compared with stroke patients
who were not protected by statin
treatment, the authors conclude.

“Our findings strongly support
that previous statin therapy should
not be interrupted during the acute
phase of ischemic stroke.”

Source: REUTERS/HEALTH, Tuesday, August 28, 2007
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